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(54) PRODUCTION OF ORAL MEDICINE COMPOSITION 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a production process for a pharmaceutical composition 
excellent in stability with the passage of time because the decomposition of active ingredients 
are suppressed. 

SOLUTION: A composition containing (E) 1-[4-(2-dimethylamino)- 

ethoxy]phenyl-2-(4Hsopropylphenyl)-1~(4-phosphonoxy)phenyh1-butene and polyethylene 
glycol is melt-granulated. 
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[Claim 1] (E) Manufacturing method of the physic constituent for taking orally characterized by 
carrying out melt cooling granulation of the constituent containing a -l-[4-(2-dimethylamino) 
ethoxy] phenyl -2-(4-isopropyl phenyl) -l-(4i)hosphonooxy) phenyM-butene and a polyethylene 
glycol. 

[Claim 2] The manufacturing method according to claim 1 whose polyethylene glycol is a thing 
with a melting point of 20-70 degrees C. 

[Claim 3] The manufacturing method according to claim 1 or 2 whose content of a polyethylene 
glycol is 0.5 -40 % of the weight among the physic constituent for taking orally. 
[Claim 4] A manufacturing method given [ of claims 1-3 which are what is further cast in a desired 
gestalt after melt cooling granulation / one ] in a term. 

[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the manufacturing method of the stable physic 
constituent for taking orally with which decomposition of an active principle with time was 
controlled. 



[0004] (E)-l-[4-(2-dimethylamino) ethoxy] phenyl -2-{4-isopropyl phenyl)- come out of and 
expressed — a H4-phosphonooxy) phenyl-l-butene [a compound (1) is called below] has the 
outstanding anti-estrogen operation, and it is known that it is useful as a milk cancer treatment 
medicine (JP,5-57277,B). Independently, by the solid state, to temperature, humidity, and light, 
although this compound (1) is stable When it tablet4zes by the pharmaceutical preparation formula 
which blended additives, such as an excipient, a binder, disintegrator, lubricant, a coloring agent, 



[Claim(s)] 



[0002] 

[Description of the Prior Art] The following formula (1) 

[0003] 

[Formula 1] 




( l ) 



OH 



corrigent, and an odor-masking agent, Under the effect of the increment in a contact degree with 
the additive inside the tablet by the moisture and pressurization molding which are included in 
these additives, the crystalline fall by pressurization, etc. It is reported that the increment in a 
decomposition product with time is accelerated (a chemical Pharma shoe tee cull bulletin 
(Chemical & Pharmaceutical Bulletin), 42 (12), 2582 (1994)). Then, stabilization of the 
pharmaceutical preparation containing a compound (1) has been conventionally performed by 
low-water-flow differentiation. However, such low-water-flow differentiation has the problem of 
becoming the cost rise of pharmaceutical preparation in many cases. 
[0005] 

[Problem(s) to be Solved by the Invention] Therefore, the purpose of this invention is to offer the 
manufacturing method of the stable physic constituent for taking orally of the compound (1) 
content which is fully practical also in respect of cost while being able to control disassembly of the 
compound (1) produced when various additives are added and pharmaceutical^reparation^zed to a 
compound (1) with time. 
[0006] 

[Means for Solving the Problem] When this invention persons inquired wholeheartedly in view of 
the above-mentioned situation so that they might raise the stability of a compound (1), they came to 
complete a header and this invention for a compound (1) being stable and the decomposition 
product of a compound (1) not increasing by pressurization molding, either by mixing and carrying 
out melt cooling granulation of a compound (1) and the polyethylene glycol. 
[0007] That is, this invention is to offer the manufacturing method of the physic constituent for 
taking orally characterized by carrying out melt cooling granulation of the constituent containing a 
compound (1) and a polyethylene glycol. 
[0008] 

[Embodiment of the Invention] it is reported by by carrying out powder addition of the 
polyethylene glycol, or adding a solvent and mixing with the drugs which have the anti-angiotensin 
II operation conventionally, that stabilization can be attained - **** (for example, JP,5-194218,A) 
— about the pharmaceutical preparation for taking orally which stabilized the compound (1) being 
obtained, it is not known by carrying out melt cooling granulation of the constituent containing a 
compound (1) and a polyethylene glycol. 

[0009] Although what kind of thing is sufficient as it as long as the polyethylene glycol mixed with 
a compound (1) does not do a bad influence to the compound (1) which is an active principle, that 
[ its ] the point of a stabilization effect to whose melting point is 20-70 degrees C is desirable, and 
especially its thing that is 50-70 degrees C is desirable, a polyethylene glycol - the shape of a 
solid-state — or it is liquefied and is added by the compound (1). 

[0010] As for the content of a polyethylene glycol, it is desirable to collapse the physic constituent 
for taking orally concerning this invention (for it to be called this invention constituent below) 
within 30 minutes in a water solution and to consider as 0.5 -40 % of the weight into this invention 
constituent from the point of the stabilization effect of a compound (1), and especially its 1 -35 % 
of the weight is desirable. 



[0011] Moreover, as for the content of a compound (1), it is desirable to consider as 0.7 - 30 % of 
the weight into this invention constituent, and especially its thing to consider as 5.6 - 22 % of the 
weight is desirable. 

[0012] What is necessary is just to corn the melt cooling granulation in this invention approach, 
after changing into a melting condition the constituent which added a compound (1), a polyethylene 
glycol, and other additives mentioned later if needed. For example, this melt cooling granulation 
can be performed by carrying out heating fusion and adding other additives succeedingly, stirring, 
after mixing a compound (1) with a polyethylene glycol. Moreover, melting of the polyethylene 
glycol is carried out at temperature higher 5-20 degrees C than the melting point, and you may corn, 
adding and stirring a compound (1) and other additives. 

[0013] As an additive, for example Crystalline cellulose [Avicel PH 101 (Asahi Chemical make)] 
etc., Carboxymethyl-cellulose calcium, carmellose calcium, Corn starch, wheat starch, a lactose, 
sucrose, grape sugar, a calcium sulfate, Excipients, such as calcium phosphate; Gum arabic, gelatin, 
methyl cellulose, Binders, such as a polyvinyl pyrrolidone, hydroxypropylcellulose, and 
hydroxypropyl methylcellulose; Magnesium stearate, Lubricant, such as talc, synthetic aluminum 
silicate, sodium lauryl sulfate, a boric acid, a magnesium oxide, and paraffin, a coloring agent, 
corrigent, an odor-masking agent, etc. are mentioned. 

[0014] Thus, the granulation article obtained is as it is, or the particle size regulation of it can be 
carried out, and it can also be made into the gestalt of a granule, a fine grain agent, and a capsule, 
and can also be made into the gestalt of a tablet by pressurization molding. Here, pressurization 
molding is compressing by pressurization and casting in a desired gestalt, and, generally a making 
tablet etc. is said. In addition, the aforementioned additive can also be blended at the time of 
molding to the gestalt of these requests. 

[0015] A tablet can also be used as a coated tablet by coating with a well-known approach. As a 
coating agent, coating agents usually used, such as hydroxypropyl methylcellulose, 
hydroxypropylcellulose, methyl cellulose, and a polyvinyl pyrrolidone, are mentioned, for example, 
and coloring matter, such as a polyethylene glycol 6000 (it is the same a mean molecular weight 
6000 and the following), polysorbate [Tween80 (made in Nikko Chemicals)] etc., titanium oxide, 
and red ocher, etc. is mentioned as a coating assistant. 

[0016] Thus, the decomposition with time by molding is controlled, and the physic constituent for 
taking orally obtained serves as stable pharmaceutical preparation, and is suitable as an oral milk 
cancer treatment agent. When using this invention constituent for the therapy of the breast cancer of 
mammalians, such as Homo sapiens and a dog, a medicine can be prescribed for the patient in 
taking orally. About l-50mg per day of the dose is lO^Omg preferably as a compound (1). A dose 
can be prescribed for the patient in 1 time per or 2 - 4 steps day once [ this ]. 
[0017] 

[Example] Although an example is given to below and this invention is explained to it in more 
detail, these do not limit this invention. 

[0018] According to the formula shown in example 1 table 1, a compound (1), crystalline cellulose, 
and a polyethylene glycol were mixed, and the tablet was produced by three sorts of following 



manufacture approaches. 
[0019] 

****. xhe tablet which tableted directly, without corning mixed powder. 

Wet: The tablet which added water to mixed powder, carried out stirring granulation (room 
temperature), and tableted dry granulation. 

Melting: The tablet which tableted the granulation which heated at 70 degrees C which is more than 
the melting point of a polyethylene glycol 6000, stirring mixed powder by the granulation inside of 
a plane, cooled after that, was made to fix a polyethylene glycol 6000, and was obtained. 
[0020] 
[Table 1] 
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[0021] The stirring granulation put mixed powder into the cylinder container made from stainless 
steel (11.) placed into the thermostat, and performed it by stirring using a motor, and the making 
tablet was tableted by pressure 1.5 ton/cm2 using the pestle of a flat surface with a diameter of 
10.0mm using the tableting machine [the RDCEN CHEMICAL INDUSTRIES, LTD. make and 
RIKEN POWDER P-16B]. 

[0022] Each tablet was saved for 27 days at 50 degrees C and 50%RH (Relative Humidity: relative 
humidity), and the stability test was performed by measuring the decomposition product of a 
compound (1) with liquid chromatography after preservation. A result is shown in Table 2. 



[0023] 
[Table 2] 
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[0024] It became clear that the tablet which blended the polyethylene glycol was excellent in the 
stability of a compound (1) from the above^nentioned test result, and the stability of the tablet 
pharmaceuticali)reparation4zed especially by the melt-cooling-granulation method was excellent. 
[0025] The tablet was manufactured by the formula of the example 2 following. 
[0026] 

[Table 3] The example of a formula (1) 



A compound (1) lO.Omg Lactose 85.0 Carboxymethyl-cellulose calcium 9.0 Corn starch 40.0 
Polyethylene glycol 6000 35.0 Magnesium stearate 1.0 Sum total 180.0mg [0027] Using the 
stirring granulator (POWREX VACHI cull granulator FM-VG25P), carrying out stirring mixing of 
a compound (1), a lactose, carboxymethyl-cellulose calcium, corn starch, and the polyethylene 
glycol 6000, flowed warm water into the jacket, warmed at 70 degrees C, poured cooling water in 
the jacket after that, the polyethylene glycol 6000 was made to fix, and the particle size regulation 
of the obtained granulation was carried out. Magnesium stearate was added to this granulation, and 
it mixed, and tableted by the weight of 180mg, and pressure 1.7 ton/cm2 using the pestle of a 
buttock flat surface with a diameter of 8.0mm with the tablet machine (made in the Kikusui factory, 
Correct 12TU AW). 
[0028] 

[Table 4] The example of a formula (2) 

A compound (1) 5.0mg Lactose 88.0 Crystalline cellulose 48.0 Com starch 33.0 Polyethylene 
glycol 6000 5.0 Magnesium stearate 1.0 Sum total 180.0mg [0029] Crystalline cellulose was used 
instead of carboxymethyl-cellulose calcium, and the tablet was manufactured by the same approach 
as the example of a formula (1). 
[0030] 

[Effect of the Invention] According to this invention, by blending and carrying out melt cooling 
granulation of the polyethylene glycol to a compound (1), disassembly of a compound (1) etc. is 
suppressed and the stable physic constituent for taking orally suitable as a milk cancer treatment 
agent which can maintain the high content of a compound (1) with time can be obtained. 
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